Furthermore, the role of HLA-B27 as a standalone diagnostic marker in AS remains uncertain owing to the fact that only 1 to 2% of HLA-B27 positive individuals develop AS. 2, 5 Besides HLA-B27, certain other HLA class I genes have also been implicated in AS causation like HLA-A*02:01, HLA-B*13:02, HLA-B*40:01, HLA-B*40:02, HLA-B*47:01, and HLA-B*51:01. 6 It may intrigue the reader that although most autoimmune diseases have been linked to HLA class II molecules, the association of AS with these molecules has been established only recently. Recent research has linked AS with some HLA-DR alleles like the HLA-DRB1, HLA-DRB1*01:03, and HLA-DPB1. 6 Furthermore, several genome-wide association studies have established the polygenic nature of AS and have revealed that HLA-B27 accounts for only one-third of the genetic basis of AS. This finding has encouraged researchers to study the role of non-MHC genes in the pathogenesis of AS. More than 100 loci have been studied in this context. IL-23R, ERAP1 and 2, IL-7R, IL-1R2-R1, IL-12B, and RUNX3 are among the most commonly associated non-MHC genes in different populations. 2 Of all these, perhaps the strongest associations have been described with the single nucleotide polymorphisms (SNPs) in IL-23R and ERAP genes.
IL-23R gene is located on chromosome 1p31. To conclude, the pathogenesis of AS continues to be a mystery, and our understanding of its genetics is evolving. However, it is time to look beyond the conventional teaching of HLA-B27 as the only genetic factor
